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mi] 




mam 2 ] 1 iBftofls-frto * miSo 
[» ^ 3 ] u > mm%\x*$>2>mwg. 2 mmoBMo 

2|B^o^Ho 

[0 0 0 1] 

[0 0 0 2] 

[^OM] 

otv>S [Trends in Pharmacological Scien 
c e s, 1 5*, 4 1 21 (1 9 9 4^) ] „ — 2n * /l^>f >ffi*3!lti:*SMfc 
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rr. Eye Res., 10t, 6 5 7-6 6 61 (1 9 9 4^) ] > fifi 
KJMffl (WO 93/23032) 4 £k Ittfflt?** - fc^frfroT S TV* 

(#2r¥6 - 2 9 2 2 9) > YVTV* 9 >m$1£ [B i o c h e m 

j . , 2 5 3i, 7 5 1 -7 5 81 (1 9 8 8^) > J.Med. Chem. 
35 j| ( 2 1 6-2 2 01 (1 9 9 2^) ] > «7+y*T»T* Yffltfo ( 
0- 1 4 7 5 6-44^) ts:h*tfmfhtLZ>iiK £*L<bOffi»Jtt. 

g^flHfc $ ft-r v> 4 v> o^a^-e & & o 

[0 0 0 3] 
[0 0 0 4] 

o 

[0 0 0 5] 

(1) TSB-«5S; (I) 

Mb 2] 



(2) ±ia (i) ism«o^tJ^^-r^is^> 

(3) >Mffl-c**-tiB (2) lam^m. 

(4) #^-f vmtifti^B*^^ ** i|E (2) k* oB 




( [ > 
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[0 0 0 6] 

>K .x^;k 7*Dt 0 ;K -fV/ntf;K -fy^;K sec-^ 

t e r t-y^-^^ ^>^-;v > /f y^>f t e r t — 

;K 2-^^-;wyf-^K 1, 2-v^f-;V7 9 nif;v % 

;w l -,*^>w*>*-/K 2-;*^;v*>^K 3 -*^;wo"^;K 4-<*f- 
)v^y^-)v^ l, i-y^f;^fJK l, 2-^^7^K l, 3-^ 

f;Vy-f;V, 2, 2-v^^T^K 2, 3 - ^T^K 3, 
f-;i/-7^;v, 2 - xf^/^fJK 1 2 -**f-)\s*7 

ntf;K 1, 1, 2 - > V *^-)V7u\£)Vtfmf bti&o £ #f£ L < t*Ft«ifc 

3-4 oitii^t tzitfrWfcTfr R 1 t?^$tL^«^r;v^;v* 

[0 0 0 7] 

$t,n, #sp;m> ^^<k^-tJ (i) fei^lkt* (i) ^1^>» 

[0 0 0 8] 
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( i ) 



[0 0 0 9] 

<W*.lf#ll¥l 0-1 4 7 5 6 4-*&*ttB*W>^5fcfc* ^^$*t*-»* ( 

1 1) -e^$tL^>^^v ? ;vr;vT*t: Wb£tt [&T> (i D ^ts^i" 

m (i 1 1) £ffl*c-r£-£: ! k&&o ] sra*«ffl*tL**«*^»»^- h 

'J 7;l/*nH^3o irfv? 1 ; yVW#4T> Passerini [Org. L 
e t t. , 2*, 2 7 6 9-2 7 7 21 (2 0 0 0^) ] ^t-tCii), - 

^ (iv) -e^stLfcifrfr® c^t> (iv) £i&m-r& 

'j7J^niiWffflii^M (ID ^U^1^2 0f^iiT% 
L < l 3 ^;vitt*4 0 eys»*>4fcffi***ffc£4& (ID ^ 
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[0 0 10] 

zbK, (iv) *mtfrfc^ttir2> ztizx*)^ ft&m (i) *n%> 

gtf'Jy-^ (PDC) mit, ^nn^Alf'J^^A (PCC) 
V3->X (Jones) @Hfc> n'j>X (Collins) $Mb> 
^;VX;i/**K (DMSO) (Swern) Wtft. DM 

so- nm^f tmn t? v v > \z x & mi t , dmso-^^oa^*^ 

(DCC) Ki&mfl:, DMSO-Sftt^t'J;Ha^L 
— t — -^>^M (D e s s —Ma rt in per i od inane) ^ffl 
v^T^-^-^-vBWk *E^ny>HfcfcJ:*HMk N-^nyy*;vr/t 
T 5. VKXZ>WHttet\ a^ftO^Srftfflt S i t I fc^fctfT* 

^ (iv) zmi^imzfrzm^mm^mML, r^-^-f-y&mitnz-z 

JKJfcfcM»*S i fcvMKffi©*** fctt-ttL&otMHWIE^f & **** 
£f£ L< li^on^ *v-c*£o 7^* -^-^i^^fflfif^b^tJ (IV 
) i:*flt^ll^2 0^iIT\ tiL<li|!ll~ll3fOii^S 

l«*§> ^JEjSSH. flMAtt. *ttU IMS*. Yfyy < -tet'iz 

X OfliStSit^Ho 
[0 0 11] 

$HK«5S; (I) -C^SfrMt^ (J^T> ^f&Wfb^fcffi*^**^* 
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: 6/ 



vmm%i i &*ia-rz>tztb, ^h^n^tx^x^ ^^z^mwm*-*? 

[0 0 12] 

•9-^> o*;w^ 0J x. if ^Ifl 

> mm mmm «HKj:*BW6WR««flMt («*«*ww«. m 

[0 0 13] 

o awtt^tt. *Mk ^fi> Rrt&^fctwsft&o 

[0 0 14] 

^^k^sr^t-rsE^sapj^ssfcu-rti. »^ §e#j> #-7* 
m /K^t, -rv^^ ^) , mm Urrr/ 

M fit, 77^7^A, # ;v-?vm ^ & if) „ <f 

[0 0 15] 
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, mmm**<im*z. ^tztmm^^t^^m^^-^^M^^^ 
t <d \,zmm ft 3 - ?■ <t y yMxm&zm t tz *> <D*%m-r *> ^> * * 

;va^J (-tf^^ft^) ic^u-t 1 ; >2fciiv;veh-;v£^&2in;i'riit§:£*# 

(Dfi-ftfrom, m^^-r-j vru-f*.^ prtKttitt*^*^ sttHfiw 

[0 0 16] 
[0 0 17] 

[0 0 18] 

mif^M^J (Mtb'^A, *fls*u^A, ^y-tw, v^~h-;v> 
#J (y vBfcK««, g^m^«, **BMMf8U #Bfc««»U *i>m^»i8u 

M^>f^3-^ A > rtwwmi-yw^* xfhith'^A, 



ffiiE# 2003-30656 



2002-212288 8/ 



hj*-^ xf^th^A, 
c k * * tw* * - 1 * * • 

[0 0 19] 

***ain-r*u*j: < . eaHtifli*. aaffi#» 2 2 9 -ft 3 4 3 mO b m 

ftO. 5~ft5. Ow/v%t«lllti. ifc, MittKlO. 0 
l~ft2. Ow/v%fiK,*IB«ttftO. 01~ftl. Ow/v°« 
4t$iJ{±ftO. 0 0 1~ftl. Ow/v%Sti: ! fc*i^ : ttt s " p hi 
tt, liiiou «# P Hft3~ft9. ffil<ttft4^8i:4*ni:* 

[0 0 2 0] 

~ft2 0 Omg, L<(±ftl 0~ftl 0 OmgT'^o tti. &MMtLX 

10 1IH, ft 0. I~ft5 Omg, »* L<l±ftl~ft 

3 0mg-c*&o mzmmm^m-r^^^ antfto. 001-n 

1. Ow/v%, jfiL<tt«lO. 01~ftO. 5w/v%i:iIU^.« 

, 1111^2 0 -ft 50 ^ l, 1 Bmrntim-rzw^o 

[0 0 2 1] 

*ft«*0»«Htfc*v»T. MuftUiYa n a c oiMP-5 0 0 VI (»jE* b 
) *«v»TIMLfc. W^^**** (NMR) I4HWHUNM-G 
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SX2 7 0I (270 MHz) &££>*V a r i anSGemi n i 2 0 0 01 ( 
3 0 0MHz) &ffiV*-C»£UfCo itm^tM. ( [«] D) ^or ib aSSE 
PA-2 0 0 OmZm^rmfc^fco TG^HfrteP e r k i n Elmer IC 

hns/o24o omzm^xmfcLtzo 

[0 0 2 2] 

.XT-y^l : (1 1. 7g, lOOmmol) trlMTKMth^A 

7km®. (1 OOmL) fcfctfU £ h KmUTK (1 50mL) trf7t^7 

KlOOmL) a:4- , 7;v^n^>-lr>'X;V^-->V^ni; K (1 7. 5 g, 9 
Ommo 1) Of >7bFD77>M (1 0 OmL) * niSfcirFLfco 

8B#W*#U R£>H/:o RJS*~ra, RJfcfc* P H 2 ~~ 3 K 

xf;m$ (ififiHfll:MLAJrt>^^l 0 — 2 0#*O«te"eia 

N- ( (4-7HD7x-^) ^;v^c^;V) — L — >" (15. 5g, 
5 6 %) £ LT#/Co 
[0 0 2 3] 

Xf 7 7'2 : N- ( (4-7Hn7x^) *;v*-;v) -L-/V)> (1 
5. Og, 55mmol) bN-K Ko* s /3^^*>f 5 K (7. 6g, 66m 
mol) ^7h7tKn77> (2 0 0mL) K*J*U **T"C«»Lft*»fe 
1-jl?-;V-3- (S-y^W^T'n^) *^^5Ktt»» (12 

6 g, 6 6mmo 1) 0^nn^>»« (2 0 OmL) fc^o < 0 fcim*. 
/Co t<o»**MT?»4B*Wfl6»U KJ6**fc« Rfcl*Tfc. 
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) ;*jV*~;v) -L-^'J yN-t Kn^r yn/N^H^f ^ (17. 6 

g, 8 7%) tfiftaikLtftfco 
[0 0 2 4] 

Xf»;7'3 : N— ( (4-7^D7x^) ^V*-;!/) -L-'tWN- 
H KD^'>3A^i^f ^ (2. 0 g, 5. 4mmo 1) **J9UU* 

*V (5 0mL) IC^L. n^fyy-;V (0. 8 2g, 7. Ommol) 

- ( (4-7Hn7x^;v) *>w#— >i0 -L-^'jjv-L-Q'fy/-^ ( 
1. 9g, 9 4%) tfiMifcUUfco 
[0 0 2 5] 

XxyT^lN- ( (4-7^071-^).^^*-^) -L— /<'J^- L 
-n^>y-;V (1. 8 g, 4. 8mmol) ^^^W;v*^vF (2 0m 
L) fcy^nn^y (lOmL) IcJDH^VT'n^xf )U7 5> (2. 
5g, 19mmol) SriPx-fco £©***M"C«# Uft#«>HWI«l^J 
S»$&# (3. lg, 1 9mmo 1) OyVW^^^vM (1 5mL) 

1 (1. lg, 6 0%) fc&fofeHfc Lxm^o 

mp 157 °C. !H-NMR (270MHz, DMS0-d6) 5 1 0.74 (d, 3H, J = 5.9 Hz), 0.80 
(d, 6H, J = 6.4 Hz), 0.85 (d, 3H, J = 6.8 Hz), 1.14-1.46 (m, 3H), 1.81- 

1.93 (m, 1H), 3.56-3.62 (dd, 1H, J = 6.6, 9.5 Hz), 3.80-3.88 (m, 1H), 7. 

33-7.42 (m, 2H), 7.79-7.86 (m, 2H), 7.96 (d, 1H, J = 9.8 Hz), 8.27 (d, 1 

H, J = 7.3 Hz), 9.14 (s, 1H). Anal. Calcd for C17H25FN2O4S : C, 54.82 ; 
H, 6.77 ; N, 7.52. Found : C, 54.82 ; H, 6.76 ; N, 7.57. [«] D 25 +8.99 

0 (c = 0. 20, DMS0) . 
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[0 0 2 6] 

###|J2 (3S) -N-^;v-3- ( (2S) -2- ( ( (4-"7;V^n 
*;v*~;v) T 5 / ) -3-^f^/^f^T5/) -2-tKn 
* v- 5 - * ?-;v\*^ 5 K (##<b^tf 2 ) 

&%VC&®1 (4. Og, llmmol). n-/fHVv7^K (1. 0 
g, 12mmol) ^i^'JyV (3. 4 g, 4 3mmo 1) ^nn^ 
>tl (1 OOmL) i:MTT»>')7;Vinftf (2. 4 g, 21mmol) 

LCv^f A (*7A; YMC Pack ODS-A 2 5 0 X 2 0mmI. 

d. , mmm ; 7-fe b - h y ;v/7fc/ h v 7 y ^-nl^m= 4 0 : 6 0 : 0 . 1 ) 
-c#d«*frv^ #s*Hfr&*r2 (1. 0g, 20%) fcatfoftlli: lt#£ 0 

rap 192.3-194.2 "C. iH-NMR (300 MHz, DMS0-d6) 5 I 0.69 (d, 3H, J = 6.9 
Hz), 0.70 (d, 3H, J = 5.4 Hz), 0.75 (d, 3H, J = 6.0 Hz) , 0.79 (d, 3H, J 

= 6.6 Hz) , 0.85 (t, 3H, J = 7.4 Hz), 0.94 (m, 1H), 1.05-1.09 (m, 2H), 
1.18-1.27 (m, 2H), 1.30-1.39 (m, 2H), 1.82 (m, 1H), 2.92-3.07 (m, 2H), 3 
.63 (dd, 1H, J = 9.2, 5.7 Hz) , 3.72 (dd, 1H, J = 6.0, 2.6 Hz), 3.93 (m, 

1H), 5.65 (d, 1H, J = 6.0 Hz), 7.31-7.36 (m, 3H), 7.53 (t, 1H, J = 5.9 
Hz), 7.59 (d, 1H, J = 9.2 Hz), 7.80-7.85 (m, 2H). 
[0 0 2 7] 

mxmi (3S) -N-7f-;V- 3 - ( (2S) -2- ( ( (4--7;l/^n 
lit 4] 
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##ft#4&2 (1. Og, 2. lmmol)0'>W^«(10 0m 
L) i:f^-"7-f (D e s s -Ma rtin periodinane 

) (1. 3g, 3. 2mmol) ^Snx./Co -Oi«£iE^ 1 8 BSIWitfLfc 

0 i Q%j-*m,wtf-yw&*mm (somu & x v i o 

^bV^A3jC»ffli (5 OmL) £Dn*-. 1 0^IH»»t/So *«W«r^«IU 1 

jbUb^tll (0. 8 0g, 8 0%) m^ii:tt||f;o 
mp 107.6-109.9 «C. *H-NMR (300 MHz, DMS0-d 6 ) § I 0.73 (d, 3H, J = 5.7 H 
z), 0.79-0.88 (m f 12H), 1.15-1.45 (m, 7H), 1.82 (m, 1H), 3.04-3.11 (m, 2 
H), 3.59 On, 1H), 4.75 (m, 1H), 7.33-7.39 (m, 2H), 7.78-7.83 (m, 2H), 7. 
88 (d, 1H, J = 9.3 Hz), 8.15 (d, 1H, J = 6.3 Hz) , 8.65 (t, 1H, J = 5.9 
Hz). Anal. Calcd for C22H34N3O5SF : C. 56.03 ; H, 7.27 ; N, 8.91. Found 
: C, 55.99 ; H, 7.00 ; N, 8.91. 
[0 0 2 8] 

p—&£&m-1lW4>nfc&tttte'X& [Anal. Biochem. 
vol. 2 0 8, 3 8 7-3 9 2 ( 1 9 9 3 ) ] jrfatfc*^**^^^** 

M L) fc. 0. 5mg/mLOMrA 5 0 mM<D Y V ^^Irl (p H 7 
4), 2 OmMOVWV'f b-^i^l. 0nmol^-*^> 
(3**^4**) $^lim-*;wUy (3^«=&/NM*m) *^trRJB* (2 
OO^L) £9 6^i;V7°V-h±T^nx./c 0 2 0mMOM*^v') 

AtK?#^ (5 0^L) fctDx^ 3 '0fl»WaS$*fc. -ORlSifc (10 

0^L) *BU«>9 6 9x^V-H:»U »«* (5 0^L) i:5 0%OPr 
otein Assay Dye Reagent (BIO— RAD Cata 

log 5 00-00 0 6) *»«t (1 0 0 ail) *lm*.TM-ci 5»B1« 

Lfc*. 5 9 5 nMt?«6ft*W6Lfc 0 til^tfiWIL^^^ 
3^)-n-;H, 2 OmMfi^^f^SoftijfliamM EDTAtK 
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(5 0/tD *ij\i^mmz$mLtzi><7)Z77>?mtL, 5o%st^ 

Sft* (I C 5 o) ***fco 
ia#^= |i- / (3>fn-^ft-^>^ I 

X 1 0 0 

[0 0 2 9] 

WBfclS* 1 

[0 0 3 0] 

[ffcl] 









5 0 


|[IC 50 (tfM) ] 














i 




0.021 


0.021 



[0 0 3 1] 

l i££»J 

It^t/ 1 5 g 

1 2 g 
2 7. 2 g 

XfT'J^ny^A 0. 4g 

[0 0 3 2] 

1 1 0 0 m g 

700mg 
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m.4t1-YV*& 5 0 0mg 

0. 0 5mg 

m^^^^zi^A 0. 0 0 0 5mg 

MBfflliTfC lOOmL 

[0 0 3 3] 

«J$! 3 ffitt#J 

1 1 0 0 m g 

tt'fb^ h U ? A 900mg 

lN^Bfrffc^bU^A ®* 

Sltffl^TK ^4 lOOmL 

[»«©»*] 

7;V7Mv-^ #«$^ HSM^W^i^^m, artWU jUkrtW, 
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mm] 

&&w. mnm, mm amm imm^ x zwmsm&wm wx.& 
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#fpmM<7)#-^ #112002-212288 

50201071046 

mm'g wm.mm±ffi 0094 

HtffiH] ¥J&14^ 7J322B 
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ffi I A 1 i if 



[000199175] 
1 . ^H^fl B 1 9 9 0^ 8B22H 

ft flf *RJ&:fclR7ij«t»*l2 s F#Ar2TB 5#8^- 

2. ^M^J! 0 2 0 0 3^ 10 

[fllft] £^f£H 

ft m -kWLffi±w.-fi*$:K¥m>m2TM 5#8-^ 



